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DETAILED ACTION 

This Office Action is in response to tine Appeal Brief filed 12/16/2008. 
Examination has been reopened since the current examiner agrees with the arguments 
presented in the Brief. No new claims have been added. 

Claim Objections 

The numbering of claims is not in accordance with 37 CFR 1 .126 which requires 
the original numbering of the claims to be preserved throughout the prosecution. When 
claims are canceled, the remaining claims must not be renumbered. When new claims 
are presented, they must be numbered consecutively beginning with the number next 
following the highest numbered claims previously presented (whether entered or not). 

Misnumbered claims 33 and 34 have been renumbered 31 and 32. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification sliall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 
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Claims 28-30 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 28 recites the limitation "said analogs" in line 1 . There is insufficient 
antecedent basis for this limitation in the claim. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 23-26, 28, 29, 31 and 32 are rejected under 35 U.S.C. 102(b) as being 
anticipated by de Vos et al. (Eur. J. Pharmacol., 1995). 

de Vos et al. teach that methadone maintenance therapy, MMT, is comprised of 
administering the inorganic acid addition salt of methadone, i.e. methadone HCI 
(Abstract). The formation and deposition of the major metabolite of methadone, EDDP 
in plasma was studied in 20 opiate addicts (title, page 361, 2"" column, 2"" paragraph). 
After administration of methadone HCI, blood samples of test subjects were taken (page 
362, 2"^^ column, 1®' paragraph). Plasma from healthy volunteers was spiked with 
EDDP HCIO4 over a concentration range of 5-800 ng/mL (page 362, 2"^^ column, 2"^^ 
paragraph), i.e. the perchloric acid inorganic acid addition salt of EDDP. Considering 
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the continuous presence of EDDP in long-term methadone addicts and the close 
chemical resemblance with methadone, it would be worthwhile submitting EDDP to 
further pharmacodynamic investigations (page 364, 2"^^ column, 2"^^ paragraph). 

The prior art anticipates the instant claims insofar as it discloses a 
pharmaceutically acceptable agent, i.e. blood plasma, and EDDP, a compound of 
formula II. The physiological action of EDDP to block the a3(34 nAChR receptor and 
induce analgesia and/or deter abuse of abusive substances is due to its structure and 
therefore, it would be an inherent characteristic of the composition of the prior art. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner In which the Invention was made. 

Claim 30 is rejected under 35 U.S.C. 103(a) as being unpatentable over de Vos 
et al. (Eur. J. Pharmacol., 1995). 

de Vos et al. is discussed above. 

de Vos et al. do not teach a inorganic acid addition salt selected from the group 
consisting of hydrochloride, hydrobromide, sulfate, phosphate and nitrate. 

At the time of the invention, it would have been obvious to one of ordinary skill in 
the art to modify the composition of de Vos et al. to use the hydrochloride salt of EDDP 
since methadone and EDDP have a close chemical resemblance and the hydrochloride 
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salt of methadone is pharmaceutically acceptable as taught by de Vos et al. One of skill 
in the art would reasonably understand that the hydrochloride salt of EDDP would also 
be pharmaceutically acceptable. 

Claims 23-26 and 28-32 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Pohland et al. (J. of Med. Chem., 1971) in view of Gunaratna 
(Current Separations, 2000). 

Pohland et al. teaches metabolites of methadone in man and rats (Abstract). 
2-ethylidene-1 ,5-dimthyl-3,3-diphenylpyrrolidone, EDDP, is one of the metabolites which 
is produced by N-demethylation of methadone (page 194, 3""^ paragraph - 2"^^ column, 
1®' paragraph). 

Pohland et al. do not teach a pharmaceutical composition comprised of a 
pharmaceutically acceptable agent and EDDP. 

Gunaratna teaches that knowledge of the toxic potential of lead drugs and their 
possible metabolites is essential for successful drug discovery (page 17, 3"^ column, 2"" 
paragraph). The major site of metabolism in the body is the liver. Metabolism is 
comprised of Phase I pathways in liver microsomes where the drug is functionalized. A 
common reaction involved in Phase I is N-dealkylation, which is sufficient to make a 
drug more soluble, facilitating elimination. The various possibilities of the outcome of 
drug metabolism include producing a toxic metabolite, an active metabolite, an inactive 
metabolite or a reversible metabolite. The functional ization in the kidneys often results 
in compounds forming active metabolites which can enhance, modify, or inhibit the 
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desirable activity of tlie drug; sometimes the active metabolite initiates the 
pharmacological activity (page 20, 3'" column, 2"" and 3'" paragraphs, Figure F4). 
While there are many examples of both the parent and metabolite having the same 
pharmacological activity, some will show different pharmacological activity from the 
parent (page 21 , 1^* column, 2"^ paragraph). Knowledge of metabolic pathways, 
metabolite stability and toxicity are important information in the drug development 
process and in the planning of human studies. Metabolite profiles are important for 
designing pharmacologically active metabolites and for selecting the right animal 
species for toxicology studies (page 21 , 3""^ column, 2"*^ paragraph). 

Gunaratna does not teach a pharmaceutical composition comprised of a 
pharmaceutically acceptable agent and EDDP. 

At the time of the invention, it would have been obvious to test the metabolites of 
Pohland et al. to see whether they were active metabolites which would enhance, 
modify, or inhibit the desired activities of methadone; or to determine whether the EDDP 
shows the same or different pharmacological activity as methadone since methadone 
undergoes N-dealkylation, i.e. N-demethylation, which forms active metabolites of some 
drugs; and since this is standard practice in drug development as taught by Gunaratna. 
It would reasonably be assumed that the studies of metabolite activity, stability and/or 
toxicology would be comprised of formulations of the EDDP metabolite and 
pharmaceutically acceptable agents, such as buffers or solvents since they are to be 
carried out in animals; further, the studies would involve varying the amounts of EDDP 
to determine the activity and toxicity of the metabolite. 
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All claims are rejected. 

Conclusion 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Darryl C. Sutton whose telephone number is 
(571)270-3286. The examiner can normally be reached on M-Th from 7:30AM to 
5:00PM EST or on Fr from 7:30AM to 4:00PM EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Frederick Krass, can be reached at (571)272-0580. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 



/Darryl C Sutton/ 
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